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31 1  904-905,  1955 

Sensitivity  Teat  In  Tiro  of  Bruoella  to  Antibiotics 
0.  Gargani  aad  0.  B.  Lo  Jfonaoo 

In  preoeding  experimenta  wo  have  attmpted  to  use  the  behavior  of 
the  fooal  aite  detomined  from  Inooolaticn  of  bruoella  in  rabbit  akin 
aa  a  teat  of  sensitivity  in  vivo  to  ohlorampheniool  (1) 

The  roaulta  of  thia  experiment  were  not  satisfactory,  which  poaed 
the  question  of  whether  the  ineffioaoy  of  treatment  waa  due  to  ncn -validity 
of  the  method  used,  or  whether  it  should  be  attributed  to  th  limited 
aotivity  of  the  medioation.  For  the  solution  of  suoh  a  problem,  we  have 
studied  comparatively  Ihe  aotivity  of  chloramphenicol,  ohlorotetraoiolina 
and  neosyoin  on  intrademal  infection,  effected  first  with  a  dose  of  Br. 
melitensis  (Ida)  in  a  single  dermal  site  and  in  multiple  dermal  sites, 
and  in  a  succeeding  experiment  with  4  doses  inoculated  contemporaneously 
in  suoh  manner  as  to  have  comparative  evaluations  of  their  sensitivity. 

The  doees  used  ares  Br.  melitensis  Ida,  Br.  suis  1330,  Br.  abortus  544  and 
99  Ht  this  last  aerobio  and  of  limited  virulsnoe.  The  two  experiments  were 
done  in  14  rabbits. 

For  treatment  the  following  antibiotics  were  useds  ohlorotetraoiolina 
and  ohloraBphoniool  in  aoquous  suspension  5%,  neosyoin  in  aoquous  solution 
lOjfc.  The  provision  of  antibiotios  was  made  intraaus oularly  in  single  doses 
daily  from  g  0,1. 

Sensitivity  in  vitro  to  antibiotios  has  been  tested  in  Albimi  broth, 
with  dilutions  of  antibiotios  growing  in  geometric  progression  of  tens. 

Ihe  development  of  the  leeions  in  the  animals  is  followed,  taking  into 
aocount  the  diameter,  the  entity  of  infiltration  and  erythema,  aad 
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eventually  the  appearanoe  at  nsorqpsy,  of  aoab  end  uloer* 

After  12  day*  the  animal*  are  eaorlfloed  and  isolations  made  fraa  the 
site*  of  Inoculation  (potato  agar)  froa  the  liver  and  from  the  splean. 
Perlodioally  (4th,  8th,  12th  days)  the  rate  of  agglutinin!*  controlled. 

In  the  first  experiment  (infeotion  with  16n»  1x4  site*),  no 
difforenoe  is  observed  in  the  behavior  of  the  lesion  between  rabbits  with  ' 
one  single  site  and  rabbits  with  multiple  sites,  ocntrary  to  what  seemed 
suggested  in  a  preceding  experiment  with  irapiego  of  GAP  (1).  The  single 
components  of  the  infeotion  (erythema,  infiltrated)  were  notably  reduced 
by  treatment  with  neomycin  and  to  a  lesser  extent  by  treatment  with 
ohlorotetraoioline.  Treatment  with  neonyoin  prevented  evolution  of  fboal 
site  toward  neoroels.  Lesions  of  animals  treated  with  CAP  were  modestly 
reduoed  in  the  first  days  of  treatment,  ooasequently  have  taken  a  course 
quite  parallel  to  that  of  the  oontrol* 

Product  ion  of  agglutinating  antibodies  has  been  more  modest  in 
animals  with  a  single  site  of  inoculation,  evidently  in  accordance  with 
the  lass  stimulating  antigen,  but  was  not  influenced  by  treatment  with 
antibiotics. 

Positive  isolations  were  had  froa  dermal  sites  of  rabbits  treated 
with  ohlorotetraoioline,  from  the  spleen,  from  the  liver,  and  from  dermal 
sites  of  rabbits  treated  with  CAF  and  from  oontrol  rabbits j  on  the  contrary 
isolations,  whether  from  the  organs  or  from  dermal  sites  of  rabbits  treatod 
with  neomyoin  an#  always  negative.  Those  reisolated  have  not  shown  any 
variation  in  sensitivity  in  vitro  to  antibiotios  (sensitivity  froa  1  -  10  y). 

The  results  of  this  experiment  have  been  confirmed  by  suoooedlng  e 
experiment  with  impiego  of  various  doses j  there  was  observed  a  little 
difference  of  sensitivity  in  vivo  between  those  assayedi  more  sensitive  were 

3 r,  suis  1330  and  Br.  abortus  991?.  At  the  same  time  there  was  tried  also 

inoculation  with  a  mixture  of  brucella  with  antibiotic,  added  in  doses 
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assuredly  Inhibiting  in  vitro,  Suoh  mixture*  hare  been  inoculated  by 
intraderaal  rout*  lamed  lately  after  their  preparation,  with  a  practically 
negligible  contact  in  vitro. 

Leeion  ie  not  manifested  in  the  rabbit  inoculated  with  brucella  and 
neonyoin,  and  is  notably  reduced  in  the  rabbit  inoculated  with  brucella 
and  ohlorotetraoiolina  and  only  retarded  in  the  rabbit  inoculated  with 
brucella  and  CAP,  The  rate  of  agglutinin  is  lower  in  the  rabbit  treated 
with  the  suspension  of  bruoella  and  neonyoin,  in  relation  to  a  reduced 
stimulating  antigen,  the  feeal  site  not  being  seen. 

Isolations  from  -the  organs  are  shown  positiTe  in  animals  treated  with 
CAP,  In  the  rabbit  infected  with  brucella  and  ohlorotetraoiolina 
and  in  the  o  octrois,  negative  in  rabbits  treated  with  ohlorotetraoiolina  by 
general  route  and  in  rabbits  treated  with  neonyoin  whether  by  general  route 
or  looal.  .  ■  (  ! 
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The  results^  are  evidently  parallel  between  the  evolution  of  the  dermal 
lesion  and  the  diffusion  of  the  infeotion.  Therapy  with  neonyoin  or 
ohlorotetraoiolina  shows  effioaoy  on  the  looal  site,  iapodes  generalisation 
of  the  infeotion}  treatment  with  GAP  on  the  other  hand  does  not  modify 
the  evolution  of  the  looal  site  and  does  not  hinder  generalisation  of  in¬ 
feotion.  (  )  _ 

The  results  soon  to  us  indioative  of  two  different  possibilities  of  - 
development t  attemps  at  antibiotio  therapy,  treating  infected  animals  by 
intradermal  route,  with  medioatlcn  generalised}  study  of  aotlvity  of  anti¬ 
bio  tios  effecting  titrations  in  their  neutralising  oapaolty  on  deraopathogenio 
aotlvity  of  bruoella. 


(1)  Oargani  0.  and  Lo  Monaoe  0 •  B.,  H.  Ann.  Igiene  e  Mioroblolcgia,  1965,  6* 


